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Docket No. : GIU-001 



AMENDMENTS TO THE CLAIMS 



In the claims: 



1 . (Currently Amended) An Anti; 



anti sense oligonucleotides phosphorothioato 



against Smad7 up to 21 nucleotides in length which comprises a portion of at least 10 
nucleotides of the following sequence (SEQ ID No 2): 5'-GTXYCCCCTTCTCCCXYCAG-3' 
wherein X is a nucleotide comprising a nitrogenous base selected from the group consisting of 
cytosine, 5-methylcytosine and 2'-QO-methylcytosine and wherein Y is a nucleotide comprising 
a nitrogenous base selected from the group consisting of guanine, 5-methylguanine 2'-0O - 
methylguanine, provided that at least one of the nucleotides X or Y comprises a methylated 
nitrogenous base; or the complementary sequence thereto. 



is a phosphorothioate linkage. 
3. -5. (Canceled) 

6. (Currently Amended) An Antisonso antisense oligonucleotides according to claim 
1, wherein at least one nucleotide of the sequence is a 2'-0-methylribonucleotide 5'- 
monophosphate. 

7. (Currently Amended) An Antisonso antisense oligonucleotides according to claim 
6, wherein said at least one 2'-0-methylribonucleotide 5 '-monophosphate is placed at only one of 
the 3' or 5' ends or at both 3' and 5' ends or along the oligonucleotide sequence. 

8. (Currently Amended) An Antisonso antisense oligonucleotides according to claim 
1 wherein 2'-deoxyribonucleotides are replaced by the corresponding ribonucleotides. 

9. (Currently Amended) An Antisonso antisense oligonucleotides according to claim 

1 having sequence (SEQ ID No 4): 5'-ZTXGCCCCTTCTCCCXGCAZ-3' wherein X is 5-methyl 
2'-deoxycitidine 5'-monophosphate and Z is 2'-deoxyguanosine methylphosphonate. 



1, wherein at least one 




Application No. 10/551,643 3 Docket No.: GIU-001 

Amendment dated May 15, 2008 
Second Preliminary Amendment 

10. (Currently Amended) An Antisonso antisense oligonucleotides according to claim 
1 having sequence (SEQ ID No 15): 5'-ZTXGCCCCTTCTCCCXGCAZC-3' wherein X is 5- 
methyl 2'-deoxycytidine 5 '-monophosphate and Z is 2'- deoxyguanosine methylphosphonate. 

11. (Currently Amended) An Antisense antisense oligonucleotides according to 
claim 1 having sequence (SEQ ID No 3): 5'-GTXGCCCCTTCTCCCXGCAG-3' wherein X is 5- 
methyl 2'-deoxycytidine ^'-monophosphate. 

12. (Canceled) 

13. (Previously Presented) Pharmaceutical composition which comprises at least one 
of the antisense oligonucleotides as defined in claim 1 as active principle together with one or 
more pharmaceutically acceptable adjuvants and/or excipients. 

14. -16. (Canceled). 

17. (New) An antisense oligonucleotide up to 21 nucleosides in length, comprising 
SEQ ID. NO. 3. or complements thereof. 

18. (New) The antisense oligonucleotide of claim 17, wherein at least one 
internucleoside linkage is a phosphorothioate linkage. 

19. (New) The antisense oligonucleotide of claim 17, wherein the internucleoside 
linkages are phosphorothioate linkages. 

20. (New) A composition comprising the oligonucleotide of claim 1 8 and a 
pharmaceutically acceptable excipient. 

21. (New) A method of treating inflammatory bowel disease, comprising 
administering to a patient in need thereof a pharmaceutically acceptable amount of the antisense 
oligonucleotide of claim 1. 

22. (New) The method of claim 21, wherein the antisense oligonucleotide comprises 
SEQ ID. NO. 3. 
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23. (New) A method of treating Crohn's disease or ulcerative colitis, comprising 
administering to a patient in need thereof a pharmaceutically acceptable amount of the antisense 
oligonucleotide of claim 1. 

24. (New) The method of claim 23, wherein the antisense oligonucleotide comprises 
SEQ ID. NO. 3. 



25. (New) The method of claim 23, wherein the antisense oligonucleotide is 
administered orally. 



